Changes in metabolism during toxicity tests.
1. During rodent chronic toxicity studies metabolism may vary according to the age of the animal, or as a result of the effect of the chemical on its own metabolism, or as a result of the toxic properties of the chemical. 2. Foetal and newborn animals are lacking in many, but not all, metabolic enzymes and during the first 30 days of life there is differential development of these enzymes to adult levels. Thereafter activity may remain relatively constant, continue to increase or alternatively decline, occasionally to negligible levels. Typically, metabolism studies used for registration of new pesticides or for evaluation of industrial chemicals are conducted in young adult animals where most enzyme systems are fully developed. 3. At present there are no regulatory requirements for monitoring metabolism during chronic toxicity studies of these two groups of chemicals. Nevertheless, in selected cases monitoring of changes during such studies can be of value in understanding the mechanism of toxicity and the effects observed. 4. Parameters to be studied are discussed, and specific examples are given of the consequences of metabolic changes on the subsequent development of tumours.